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1. A DNA construct: for inserting a heterologous gene 
sequence into a host genome comprising the sequence: 

5 ' X-A-P-B-Q-C-Y 



in which 

X and Y 

P 
Q 

A, B and C 




omologous with 
ns of the host genome 

osome entry site (IRES), 
us gene sequence, 
y, optional linker 



2. A DNA construct according to Claim 1 in which X and Y are 
of sufficient length\ to undergo homologous recombination with 
the host genome so as\ to insert the A-P-B-Q-C sequence into 
the host genome. 

3. A DNA construct according to Claim 2 in which X and Y are 
each at least 1000 base ©airs in length, 

4. A DNA construct according to Claim 1, 2 or 3 in which X 
and Y are both homologous with a part of an endogenous host 
gene . 



5. A DNA construct acco 
comprise the host elementjs 
endogenous gene . 



:dinn /to ifclaim 4 in which X and Y 
decollating expression of the 



6. A DNA construct according to any preceding claim in which 
all of the linker sequences A, B,\and C are absent. 



7. A DNA construct according to any preceding claim 
additionally comprising a polyadeny^ation signal at the 3 ' 
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(downstream) end of| the heterologous gene. 

8. A DNA construct according to any preceding claim 
additionally comprising a splice acceptor, for example the 
rabbit b-globin spliqe acceptor, 5' (upstream) of the 
heterologous gene, 

9. A DNA construct according to claim 8 in which the splice 
acceptor permits functional integration of the heterologous 
gene into an intron sequence, 

10. A DNA construct accbrding to any preceding claim 
additionally comprising a truncation/ cleavage/ transcription 
terminator sequence 5 1 ( upstream ) of X. 

11. A DNA construct according to claim 10 in which the trun- 
cation/ cleavage/ transcription terminator sequence includes a 
splice acceptor and a polypdenylation signal. 

12. A DNA construct according to Claim 10 or 11 omitting the 
IRES. 

13. A DNA construct accordihg to Claim 10 or 11 or 12 in 
which the transcription terminator is the Upstream Mouse 
Sequence or a poly A sequencdL-— such as the SV40 
polyadenylation signal. 

14. A DNA construct accofcdincA fo any previous claim in which 
the heterologous gene cod^foi a selectable marker, such as 
antibiotic resistance, to facilitate selection of cells in 
which the heterologous gene has \inserted into the host genome. 

15. A DNA construct according to\ any previous claim further 
comprising a splice acceptor 5* to the IRES, 




16. Use of a DNA construct' according to any previous claim 
for inserting a heterologous gene Anto a host genome. 



WO 94724301 



PCT/GB94/00849 



- 33 - 

17. A method of inserting a heterologous gene into a target 
endogenous gene in a host cell genome comprising transforming 
the host cell with a vector comprising a DNA construct . 
according to any of Claims 1-15. 

18. A method of expressing . a heterologous gene in a host cell 
comprising the steps : - 

1. making a DNA construct according to any of Claims 
1-15, 

2. allowing the construct to undergo homologous 
recombination with or\ random integration into the host 
cell genome . 

19. A cell or an animal comprising a heterologous gene 
inserted using a DNA construct ^according to any of Claims 
1-15. 



20. A descendant of a ceil o^Man ani 
19, wherein the descendant haV 
gene. 



1 according to Claim 
erited the heterologous 



21 . A vector containing a DNA Construct according to any of 
Claims 1-15 . 





